=> d his 



(FILE 1 HOME 1 ENTERED AT 17:11:26 ON 13 MAR 2006) 



FILE 'REGISTRY* ENTERED AT 17:11:32 ON 13 MAR 2006 
E GABAPENTIN/CN 

LI 1 S E3 

FILE 'CAPLUS' ENTERED AT 17:12:46 ON 13 MAR 2006 

L2 1615 S LI OR GABAPENTIN OR GO (W) 3450 OR GOE(W)2450 OR GOE(W)3450 O 

L3 3 S L2(L) (CARTILAGE OR OSTEROARTHRITIS OR MATRIX (3A) METALLOPROTEA 

FILE 1 US PAT FULL, US PAT 2 ' ENTERED AT 17:17:33 ON 13 MAR 2006 

L4 369 S L3 

L5 72 S L4 NOT PY>=2003 

L6 5 S L4 NOT PY>=2002 



FILE 'MEDLINE' ENTERED AT 17:21:59 ON 13 MAR 2006 
L7 0 S L6 



= > s e3 
LI 



1 GABAPENTIN/CN 



=> d rn str cn 



LI 
RN 



ANSWER 1 OF 1 REGISTRY COPYRIGHT 2006 ACS on STN 
60142-96-3 REGISTRY 




CH2-NH2 



CH 2 -C0 2 H 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

CN Cyclohexaneacetic acid, 1- (aminomethyl) - (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN 1- (Aminomethyl ) cyclohexaneacetic acid 

CN CI 945 

CN Gabapentin 

CN Go 3450 

CN GOE 2450 

CN GOE 3450 

CN Neurontin 
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DOCUMENT NUMBER: 142:385432 

TITLE: Oral treatment with PD-0200347, an a25 

ligand, reduces the development of experimental 
osteoarthritis by inhibiting metalloproteinases and 
inducible nitric oxide synthase gene expression and 
synthesis in cartilage chondrocytes 

AUTHOR(S): Boileau, Christelle; Martel -Pelletier , Johanne; 

Brunet, Julie; Tardif, Ginette; Schrier, Denis; Flory, 
Craig; El-Kattan, Ayman; Boily, Martin; Pelletier, 
Jean-Pierre 

Notre-Dame Hospital, University of Montreal Hospital 
Centre, Montreal, QC, Can. 

Arthritis & Rheumatism (2005), 52(2), 488-500 
CODEN: ARHEAW; ISSN: 0004-3591 
John Wiley & Sons, Inc. 
Journal 
English 

To examine the in vivo effects of PD-0200347, an 



CORPORATE SOURCE 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB Objective: 

cx2S ligand of voltage-activated Ca2 + channels and a compound 
chemical related to pregabalin and gabapentin, on the development 
of cartilage structural changes in an exptl . dog model of 
osteoarthritis (OA) . The effects of PD-0200347 on the major pathways 
involved in OA cartilage degradation, including matrix 

metalloproteinases (MMPs) and the inducible form of nitric oxide synthase 
(iNOS) , were also studied. Methods: OA was surgically induced in dogs by 
sectioning the anterior cruciate ligament. OA dogs were randomly 
distributed into 3 groups and treated orally with either (1) placebo, (2) 
15 mg/kg/day of PD-0200347, or (3) 90 mg/kg/day of PD-0200347. Dogs were 
killed 12 wk after surgery. The severity of the lesions was scored 
macroscopically and histol. Cartilage specimens from the 

femoral condyles and tibial plateaus were processed for RNA extraction and 
quant, reverse transcription-polymerase chain reaction (RT- PCR) or 
immunohistochem. Specific probes and antibodies were used to study the 
mRNA and protein levels of iNOS, MMP-1, MMP-3, and MMP-13. Results: No 
clin. signs of drug toxicity were noted in the treated animals. Treatment 
with PD-0200347 at both dosages tested (15 and 90 mg/kg/day) reduced the 
development of cartilage lesions. There was a reduction in the 
score of lesions, with a statistically significant (P = 0.01) difference 
when the highest dosage of the drug was administered. The reduction in the 
score was mainly related to a decrease in the surface size of the lesions. 
Quant. RT-PCR showed that PD-0200347 significantly reduced the expression 
of MMP-13, a key mediator in OA. Immunohistochem. analyses showed that 
treatment with PD-0200347 significantly reduced the synthesis of all key 
OA mediators studied. Conclusion: This study demonstrated the efficacy of 
PD-0200347 in reducing the progression of cartilage structural 
changes in a dog model of OA. It also showed that this effect is linked 
to the inhibition of the major pathophysiol . mediators responsible for 
cartilage degradation 
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Combinations of an alpha-2-delta ligand with a 

selective inhibitor of cyclooxygenase-2 

Taylor, Charles Price, Jr. 

Warner-Lambert Company LLC, USA 

PCT Int. Appl . , 135 pp. 
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Patent 
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The invention relates to a combination, comprising a selective inhibitor 
of COX-2, or a pharmaceutical^ acceptable salt thereof, and a ligand for 
calcium channel a2S subunit, or a pharmaceutically acceptable 
salt thereof, and valdecoxib. Examples of selective inhibitors of COX-2 
include valdecoxib, rofecoxib, and celecoxib. Examples of a25 
ligands include gabapentin, pregabalin, (3S, 4S) - (1-aminomethyl - 
3 , 4-dimethyl-cyclopentyl) -acetic acid, and 3- ( 1-aminomethyl - 
cyclohexymethyl) -4H- [1, 2, 4] oxadiazol-5-one hydrochloride (I). The 
combinations are useful for treating certain diseases including 
cartilage damage, inflammation, pain, and arthritis. For example, 
capsules containing 25 mg each of valdecoxib and I were prepared 
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The invention relates to a method of preventing or treating cartilage 
damage by administering a GABA analog such as, for example, a compound of 
Formula H2NCH2C [ (CH2) n] CH2C02R1 and pharmaceutical^ acceptable salts 
thereof, wherein Rl is hydrogen or straight or branched lower alkyl, and n 
is an integer of from 4 to 6 . 



